Background: We herein evaluate the Spanish population? s trends in health burden by comparing results of two Global Burden of Diseases, Injuries, and Risk Factors Studies (the GBD studies) performed 20 years apart. Methods: Data is part of the GBD study for 1990 and 2010. We present results for mortality, years of life lost (YLLs), years lived with disability, and disability-adjusted life years (DALYs) for the Spanish population. Uncertainty intervals for all measures have been estimated. Results: Non-communicable diseases accounted for 3,703,400 (95% CI 3,648,270? 3,766,720) (91.3%) of 4,057,400 total deaths, in the Spanish population. Cardiovascular and circulatory diseases were the main cause of mortality among non-communicable diseases (34.7% of total deaths), followed by neoplasms (27.1% of total deaths). Neoplasms, cardiovascular and circulatory diseases, and chronic respiratory diseases were the top three leading causes for YLLs. The most important causes of DALYs in 2010 were neoplasms, cardiovascular and circulatory diseases, musculoskeletal disorders, and mental and behavioral disorders. Conclusions: Mortality and disability in Spain have become even more linked to non-communicable diseases over the last years, following the worldwide trends. Cardiovascular and circulatory diseases, neoplasms, mental and behavioral disorders, and neurological disorders are the leading causes of mortality and disability. Specific focus is needed from health care providers and policy makers to develop health promotion and health education programs directed towards non-communicable disorders.
Background
The impact of diseases and injures on population health is usually assessed with measures of mortality and non-fatal health outcomes [1] . These estimates are used to signal the most relevant public health problems, allow comparison between different populations and different health conditions, and assess changes over time. The only comprehensive effort to date to estimate summary measures of the global population health, by cause and by world region, is the ongoing Global Burden of Diseases, Injuries, and Risk Factors (GBD) initiative [2, 3] .
The first GBD study analyzed data from 1990 [4] and was published in 1993. Since then, a number of updates have been published [5] . The Global Burden of Diseases, Injuries, and Risk Factors Study 2010 (GBD 2010) has updated and expanded previous efforts to include 1,160 diseases and injury sequelae from the previous analysis, which included 483 diseases. The most important limitation of previous GBD studies is that results were not estimated with uncertainty [6] . Specifically, uncertainty can come from many sources, including heterogeneity in the empirical data that are available and uncertainty in the indirect estimation models used to make predictions for populations with little or no data. However, this limitation has been solved in the recent analysis of the GBD 2010 study.
The GBD initiative uses disability-adjusted life years (DALYs) and mortality as the summary measurements of the impact of health conditions on population health. The DALY combines the years of life lost (YLLs) due to premature mortality and the years lived with disability (YLDs). The use of DALYs as measure of impact, the inclusion of a large number of communicable and non-communicable conditions, the analysis of the impact of health conditions stratified by gender and age, and the effort to use comparable methodologies across countries and regions make the GBD project an excellent tool to understand the determinants of health and their variability across time and regions. According to previous reported global results, in 1990, 47% of DALYs were attributed to communicable, maternal, neonatal, and nutritional disorders, 43% to noncommunicable diseases, and 10% to injuries, while in 2010, this had reversed to 35%, 54%, and 11%, respectively [5] . Besides clear differences among countries with different socioeconomic conditions, heterogeneity is also present when analyzing and comparing countries with more similar socioeconomic conditions. For example, in the United Kingdom (UK), mortality and disability as well as overall health has improved in absolute terms between 1990 and 2010. However, according to Murray et al. [7] , the UK performed worse than other EU countries in age-standardized mortality, YLLs, and life expectancy rates. The UK age-standardized DALY rates for chronic obstructive pulmonary disease, disorders of drug use, lower respiratory infections, breast cancers, and preterm birth complications were significantly higher compared to the mean of the EU-15 area countries [7] .
Spain is a southern European country with distinct sociodemographic and health characteristics; while in former years large proportions of the population adhered to a Mediterranean diet, dietary habits are changing rapidly with alarming rates of obesity and smoking and alcohol drinking are still highly prevalent in the country despite public health efforts to reduce consumption. Nevertheless, the, until recently, universal coverage of the National Health System also facilitates good health care levels and the implementation of some preventive actions. Until now, to the best of our knowledge, only two studies have tried to assess the burden of disease in Spain. Genova-Maleras et al. [8] estimated the impact of different diseases using DALYs. According to the researchers, the DALYs due to all diseases and injuries were estimated at 5.1 million in Spain. Almost 90% of these were attributed to chronic diseases. Specifically, the leading causes of DALYs were neurological and mental disorders, followed by malignant neoplasms and cardiovascular diseases [8] . However, the aforementioned results were partially limited, since the mortality data came from Spanish registers, while the incidence and severity rates were obtained from estimations of the WHO for a variety of European countries (i.e., WHO European Region Eur-A). A more recent project, but only including data from Valencia, revealed similar results [9] , reporting that the number of DALYs gradually increased with age and almost 27% of all DALYs occurred among people over the age of 70 [9] .
Given the scarcity of analysis of the data from Spain and the relevance of learning from the experience and comparison with similar and not so similar countries, the aim of the present work was to evaluate the change in burden of disease in Spain, comparing the available data of the GBD over time, between 1990 and 2010.
Methods

Overview
The GBD 2010 study estimates the impact of 291 diseases and injuries and 67 risk factors for 187 countries distributed into 21 world regions between 1990 and 2010. For each cause, 1 to 24 sequelae were defined. Sequelae are the clinical outcomes that can be related to specific diseases and injuries such as neuropathy due to diabetes. In total, the study includes 1,160 sequelae. More detailed information about data and analysis for the GBD 2010 have been previously reported [2, 5, 6, 10, 11] . For the present analysis, only information regarding Spain will be reported.
Measurements
We report data on mortality, YLLs due to premature mortality, YLDs, and DALYs. Age-specific mortality rates for Spain were estimated for each sex. As in other developed countries, information about deaths was predominantly driven by data from official vital registration systems [12] . The denominators were based on Spanish census returns and intercensal estimates. Similarly to the other 187 countries of the GBD study, the estimated number of deaths and YLLs was based on 235 defined underlying causes of mortality from the list of 291 diseases and injuries, for 20 age groups and both sexes [2, 13] . The YLLs were computed by multiplying the number of deaths in each age group by a reference life expectancy [2] . The YLDs were computed by multiplying the prevalence of a sequelae by its disability weight (DW), used to quantify population? s health losses. This procedure varies slightly compared to previous GBD studies, in which incidence and average duration of the case until remission was used instead of prevalence [14] . A total of 1,160 possible sequelae of diseases and injuries were analyzed. Murray et al. [5] have described the systematic analysis of available data conducted for each sequelae with regard to the prevalence, incidence, remission, and excess mortality. For each age-sex-year group, estimates were made for most sequelae using Bayesian meta-regression methods. DWs were obtained for 220 health states covering the 1,160 sequelae [6] . For each sequelae, DWs were derived based on the scoring of short lay descriptions of the relevant health domains in large population-based studies in several countries (i.e., Peru, USA) and through an open internet survey [15] . Finally, for the estimation of the DALYs, the arithmetic sum of YLLs and YLDs was used.
The YLDs age-standardized rates for each cause, in 1990 and 2010, were calculated. For this procedure the WHO age-standard was used as has been described in former GBD analyses [16] . Spain? s YLDs age-standardized rankings were compared with other European countries. The aforementioned comparison of YLDs age-standardized rates provides an opportunity to compare the YLDs across the European countries in specific periods, controlling for number variations and crude rates due to differences in population age.
In order to differentiate the change in DALYs due to demographic variations from those to health changes or other reasons, two counterfactual increases in total DALYs were calculated based on the 1990 population sex and age distribution and compared with the observed increase from 1990 to 2010: i) the expected increase in total DALYs if total population increase had been as observed but without change in the age/sex structure or in strata-specific DALY rates; ii) the expected increase in total DALYs if the population and its age/sex structure had changed as observed but without change in strata-specific DALY rates (application of 1990 stratum-specific DALY rates to the 2010 population strata sizes). The first estimate, (i), provides the increase attributable to population increase without population aging; (ii) minus (i) gives the increase attributable to population aging and the observed increase from 1990 to 2010 minus (ii) gives the increase attributable to changes in stratum-specific DALY rates.
Uncertainty levels
Uncertainty levels for mortality rate were estimated using standard simulation methods [2] . Uncertainty for mortality and YLLs reflected uncertainty in the levels of all-cause mortality and uncertainty in the estimation of each mortality cause, in each age group, sex, and year. Uncertainty in the disability weight for each sequelae was propagated into the estimates of YLDs for each disease and injury. For a more accurate estimation of YLDs, the effect of comorbidity was taken into account, as explained in Vos et al. [10] . Specifically, the procedure of microsimulation for each country (explicitly here for Spain), age, sex, and year were used in a large number of simulated individuals. This standard simulation method was repeated 1,000 times to be able to capture uncertainty in the prevalence of all sequelae and disability weights [10] .
Results
From 1990 to 2010, the overall Spanish population increased by almost 15% (from 38,914,907 to 44,558,264 people) (Table 1) . A similar increase was observed in males and females, close to 15% and 14%, respectively. The population of older adults in Spain presented the highest increase among all age groups. For example, in octogenarians (aged 80+ years), the increase was almost double. The highest decrease of population was observed in the younger ages (0? 20 years old), where the population dropped by 21%. Table 2 illustrates the main causes of mortality and YLLs by gender and age group for the Spanish population. As expected, non-communicable diseases were the major cause of mortality, accounting for 3,703,400 (95% CI 3,648,270? 3,766,720) (91.3%) of 4,057,400 total deaths. Cardiovascular and circulatory diseases were the main cause of mortality among the non-communicable diseases (34.7% of total deaths), followed by neoplasms (27.1% of total deaths). Age-specific analysis revealed that non-communicable diseases remained the major cause of mortality except for children below 1 year of age. Cardiovascular-and circulatory-related mortality raised with ageing, from 6% of deaths in individuals younger than 20 years old to almost 41% in those 80 years old and over. Neoplasmrelated mortality was almost 22% of deaths in individuals aged up to 40 years, nearly doubled in the group aged 40? 79 years and finally dropped to 17% in the group of octogenarians. On the contrary, the main cause of mortality in newborns was communicable diseases, which accounted for 61.5% of all deaths within the group.
In regard to gender differences, the main cause of male mortality was neoplasms (33%), followed by cardiovascular diseases (30.3%), chronic respiratory diseases (9.5%), neurological diseases (5.3%), and injuries (5.2%). On the other hand, the main cause of female mortality were cardiovascular diseases (39.4%) followed by neoplasms (21.4%), neurological disorders (9.4%), and the group formed by diabetes, urogenital, blood, and endocrine diseases (7.8%) ( Figure 1 ). As shown in Table 2 , 86% of total YLLs were due to non-communicable diseases, with injuries and communicable diseases accounting for 8% and 6%, respectively (see specific ranking in Figure 2 ). In 2010, regardless of gender, the leading specific cause for YLLs was neoplasms followed by cardiovascular and circulatory diseases.
In the top twenty causes of YLLs, the ranking (% of change between the number of YLLs) changed between 1990 and 2010 ( Figure 2 ). Remarkably, due to a large decrease in the number of YLLs, cardiovascular and circulatory diseases dropped from the first cause in 1990 to the second cause of YLLs in 2010 (decreased by 18%). Neoplasms were the leading cause in 2010 (the second in 1990), and increased almost 12% in 2010 compared to 1990. Transport injuries were the seventh cause (third in 1990), and the chronic respiratory diseases were the third cause (fourth in 1990). Unintentional injuries other than transport injuries were the eighth cause (fifth in 1990), and decreased by approximately 46% since 1990. Diabetes, urogenital, blood, and endocrine diseases were the fourth cause (sixth in 1990), increasing by almost 10%. The burden of YLLs in 2010, attributable to cirrhosis of the liver as well as diarrhea, lower respiratory infections, meningitis, and other common infectious diseases, decreased compared with 1990 (seventh to sixth cause and eight to ninth position, respectively). The percentage of YLLs attributable to self-harm and interpersonal violence, neonatal disorders, other noncommunicable diseases, and HIV/AIDS and tuberculosis, decreased by almost 9%, 32%, 35%, and 55% between 1990 and 2010, respectively. In contrast, YLLs attributable to neurological disorders increased by 134% and were the fifth leading cause in 2010, while YLLs due to mental and behavioral disorders increased by 29% between 1990 and 2010 ( Figure 2) . Table 3 presents all causes of DALYs and YLDs in the Spanish population between 1990 and 2010. In this 20-year period, there was an increase in the overall burden of YLDs of almost 26%. In the broader classification terms (between 1990 and 2010), musculoskeletal disorders, mental and behavioral disorders, and diabetes, urogenital, blood, and endocrine diseases were the three main contributors to the years lived with disability in Spain. Focusing only in 2010, the largest contributors to the burden of YLDs, were the musculoskeletal disorders (26%) and the mental and behavioral disorders (22%). The group of diabetes, urogenital, blood, and endocrine disorders had an important contribution to the burden of disability (10%), followed by the group of other noncommunicable disorders (9%), neurological disorders (8%), and other unintentional injuries except for transportation injuries (7%).
Putting premature mortality and disability together in terms of DALYs provides an overall picture of the leading health problems in Spain. Between 1990 and 2010, there was a slight increase (5.4%) in DALYs (i.e., overall health burden) in the overall Spanish population (from 104,615.9 in 1990 to 110,269.4 in 2010). The dominant causes of DALYs in 2010 were neoplasms, cardiovascular and circulatory diseases, musculoskeletal disorders, mental and behavioral disorders, and diabetes, urogenital, blood, and endocrine diseases, which accounted for nearly 59% of all DALYs (Table 3) .
The top five leading causes for DALYs remained similar in both 1990 and 2010, despite the decreases or increases in the number of DALYs for each cause (% of change between the numbers of DALYs). There was only Summarizing the above data, in 2010, the leading causes for DALYs among newborn children (0? 1 years old) were neonatal disorders and the other communicable diseases group. The leading causes for DALYs in the younger group (5 to 44 years old) in the Spanish population were mental and behavioral disorders and musculoskeletal disorders, while in the middle aged and older adults groups the leading causes shifted to cardiovascular and circulatory diseases and neoplasms (Figure 4) .
In both 1990 and 2010, there was a high consistency across European countries regarding the top causes of YLDs being major depressive disorders, musculoskeletal disorders, low back and neck pain, and diabetes, as well as injuries (i.e., falls). YLDs caused by asthma, anxiety disorders, and chronic obstructive pulmonary disease ranked lower in Spain compared with other southern European countries, in both 1990 and 2010 ( Figure 5) .
From 1990 to 2010 overall DALYs attributable to noncommunicable diseases in Spain increased by 897,900 from 8,626,000 to 9,523,900. When standardizing the DALYs of 2010 to the 1990 population, the number of DALYs which would have increased was estimated to be 1,250,900. Thus, the actual population health improved since the demographic changes would have caused a higher increase in DALYs than the actual 2010 DALYs. Changes in DALYs mostly correspond to population increase and are secondary to population ageing. Moreover, the highest difference was attributed to those 40 years and older.
Discussion
During the past 20 years, substantial changes have taken place in the relative impact of burden of diseases in Spain: while musculoskeletal disorders have increased by 28% (rank 3 as major cause of DALYs), mental and behavioral disorders have increased by 23% (rank 4), neurological disorders by 61% (rank 6), and neoplasms by 14% (rank 1). On the other hand, cardiovascular and circulatory diseases have decreased by 11% (now rank 2), transport injuries by 38% (rank 10), and chronic respiratory diseases by 6% (rank 9). Despite the population growth of 15% between 1990 and 2010 and the ageing of the population, the burden of disease increased only by 5%. The analysis of changes by age and gender group denoted that DALYs decreased when analyzed as rates per 100,000 population. The relevance of neoplasms and cardiovascular and circulatory diseases on population health is mostly driven by mortality. Accordingly, the cardiovascular and circulatory diseases, neoplasms, and injuries due to transport reasons were the top three leading causes for the burden of YLLs. However, the impact of musculoskeletal disorders and mental disorders is mostly through YLDs, since they are the first and second causes in the ranking. Together, these two groups of disorders, accounted for almost the half (48%) of all YLDs in Spain. Additionally, depression, and other mental disorders (like anxiety, etc.) have been associated to various musculoskeletal disorders [17, 18] . All these conditions are related to occupational risk, particularly low back pain [19] , and absenteeism. The impact of these disorders and the need for mental health promotion and musculoskeletal health prevention may have been underestimated by public health authorities and policies [20] .
Other studies have previously evaluated the burden of morbidity and mortality in Spain [8, 9] . According to these, in 2008, the major causes for mortality in males and females were also cardiovascular diseases and malignant neoplasms [8] . Furthermore, a recent study in Valencia reported similar results in mortality rates in the local population (i.e., 26% of all deaths due to malignant tumors and 34% due to cardiovascular diseases [9] ).
Clear gender differences emerged in the analyses. Specifically, in males, cancer (i.e., neoplasms) was the main mortality cause followed by cardiovascular diseases, while in females the order was reversed. Risk factor differences may be causing the increased impact of cancer in males: they still have higher rates of smoking and heavy alcohol consumption [21, 22] . The increased mortality of cardiovascular diseases in females is due to cerebro-vascular problems. Further, hormonal factors (disappearance of the protective role of estrogens after menopause) have been associated to the increased risk of stroke in females [23] .
The top five causes for the burden of YLDs in Spain are similar to those in the other Mediterranean countries (except for slight differences with France) [24] [25] [26] . Similar results appeared also in the burden of DALYs comparing Spain to other European countries [24] [25] [26] . These similarities in the Mediterranean population? s health could be a result of the common lifestyle habits (dietary habits, smoking, physical activity, etc.) [27] , as well as shared genetic traits within the region [28] . Spain, as well as other Mediterranean countries, has to shift the provided health care services from curative to preventive [29, 30] and to identify the priority diseases for health research funding and prevention policies development [8] .
When comparing the results among all European countries, some remarkable results have also been found. While there are substantial differences in the rank order of diseases regarding DALY? s [7] , there are much less differences in the first five causes of YLDs across European countries. Country differences may be mostly caused by differences in mortality instead of differences in YLDs. Whether this can be attributed to mortality figures being recorded more systematically in each country than prevalence figures should still be clarified.
In 2010, Spain presented the same leading conditions for YLLs compared to other Mediterranean countries, such as Greece, France, and Italy [24] [25] [26] . In 2010, Spain, France, and Italy showed age-standardized YLL rates for liver cancers significantly higher than the overall mean rate. Spain and Greece showed significantly higher rates of age-standardized YLL rates for bladder cancers [7] . Besides, the leading causes for premature mortality in the UK seem to be similar with those in Spain (i.e., cardiovascular and circulatory diseases and trachea, bronchus, and lung cancers [24] [25] [26] ).
Globally, there is continuous shift from communicable to non-communicable diseases as the leading causes of mortality and DALYs [2, 5] . According to the latest data for 2010, in the top ten leading causes of population? s mortality, five were classified as non-communicable [2] . Global DALYs remained stable from 1990 to 2010 [5] . However, the global age-standardized DALY rates [5] actually decreased, which is consistent with our findings in Spain. Ischemic heart disease was the leading cause of DALYs worldwide in 2010, followed by lower respiratory infections, stroke, diarrheal diseases, and HIV/AIDS. Depressive disorders, also climbed from the fifteenth to the eleventh rank and road injury from twelfth to tenth rank [2, 5] . However, in Spain the major causes for DALYs were neoplasms followed by cardiovascular diseases, musculoskeletal disorders, and mental disorders. Neurological disorders moved from the tenth to sixth rank; this high ranking in musculoskeletal disorders was quite similar with the global estimates [5] ? low back pain and neck pain are the most important contributors accompanied by osteoarthritis, rheumatoid arthritis, and gout [5, 31] . The pathophysiology of chronic diseases, especially cardiovascular diseases and cancers, is complex, with the interaction of new environmental risk factors (e.g., multimorbidity, financial status, etc.), in addition to the classical modifiable risk factors (i.e., cognition reserve, smoking, unhealthy diet, physical activity, hypertension, etc.), making the prevention of chronic diseases in older adults quite difficult. Efforts to improve and protect health, prevent disease and injury, and deliver high-quality health care to the population must be tailored to address the causes associated with the greatest burden mainly of chronic diseases [32] . It is expected that preventive strategies can influence many of the aforementioned chronic conditions and non-communicable causes and increase the quality of life, while averting or minimizing the need for expensive medical care [33, 34] . Furthermore, the engagement with the GBD collaborative group will provide more and better analysis data of the global burden of disease and, specifically, in Spain ? a fact that will contribute to continuous improvements of the health estimates in future iterations of the GBD study.
Limitations
The previous results should be considered taking into account the following limitations. Although Spain follows the European Statistics Code of Practice of 2006? 2008 and data is collected in a consistent way across the country, there are a number of issues that should be considered when analyzing the results. Regarding mortality, the GBD project defined a number of garbage codes, which are causes of death that should not be identified as underlying causes of death but have been entered as the underlying causes of death on death certificates. Garbage codes were substituted by underlying causes based on pathophysiology. The fraction of garbage codes in Spain was within the world average. The substitution of garbage codes has impact on mortality causes. For example, in 2010, transport injury deaths based on raw data from Spain were 2,257. After correction for garbage codes and other adjustments, this number increased to 3,657 deaths. Following the modeling process, it further increased to 3,950.
In this study, the calculation of DWs were based on surveys including several countries, and not just Spain. However, according to recent results [10] , the DW assessments appeared to be consistent even among different cultural environments. Another aspect is the prevalence of the referred health conditions, which was based on epidemiological studies, a fact that may create uncertainty depending on the quality of the primary data. To overcome this issue, some expert groups developed tools to assess the risk of bias in the selected studies and sensitivity analyses were performed to weight study sizes according to their quality, or even to eliminate them from the final analysis [10] . As referred in previous works of the GBD study [10] , Bayesian statistical models were used to estimate prevalence of conditions in each country by age, sex, and year. The nature of this estimation process implies that, in some cases, depending on the covariates, estimated variance might be smaller than the real variance across countries in a region, and in some other cases, uncertainty intervals for a specific estimate might be exaggerated. Furthermore, the calculation of uncertainty intervals throughout the Bayesian model analysis has provided some information on the extent of available information for Spain. However, the nature of the estimation process for causes of death and the prevalence of sequelae more generally lead to exaggerated uncertainty intervals in a high-income country such as Spain [12] . These wide uncertainty intervals may limit the number of the detected significant changes in the burden of disease between 1990 and 2010.
Conclusions
The present findings, together with previous work [5] , suggest that cardiovascular and circulatory diseases, neoplasms, and mental and neurological disorders seem to be the leading causes of mortality as well as for YLDs and DALYs in Spain. Although several health promotion action plans have taken place globally [35, 36] in the past few years, morbidity throughout non-communicable diseases is increasing at alarming rates. Public health care systems have to focus further on the quality of health care services [37] . Furthermore, health promotion strategies should focus on health education programs that could improve quality of life. Public health care services have to shift from being curative to being preventive; in Spain, a strong emphasis should be given on health promotion, disease prevention, and rehabilitation.
